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Claims:

1. Use of a compound of the formula

or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for the treatment
of a cancer in a patient, wherein the medicament is to be administered with one or more additional
chemotherapeutic agents having a mode of action selected from the group consisting of
angiogenesis inhibition, microtubule assembly inhibition, DNA cross-linking, topoisomerase
inhibition, DNA synthesis inhibition, and tyrosine kinase inhibition.

2. The use of claim 1 wherein the additional chemotherapeutic agent is selected
from the group consisting of cisplatin, carboplatin, irinotecan, bevacizumab, erlotinib, lapatinib, and
pemetrexed.

3. The use of claim 2 wherein the additional chemotherapeutic agent is selected

from the group consisting of carboplatin and bevacizumab.

4. The use of claim 3 wherein the additional chemotherapeutic agent is
carboplatin.
5. The use of claim 3 wherein the additional chemotherapeutic agent is
bevacizumab.
6. The use of any one of claims 1 to 5 wherein the cancer is an epithelial cancer.
7. The use of claim 6 wherein the epithelial cancer is an ovarian, an

endometrial, or a non-small cell lung cancer.

8. The use of claim 7 wherein the epithelial cancer is an ovarian cancer.

9. The use of claim 7 wherein the epithelial cancer is a non-small cell lung
cancer. _

10.  The use of any one of claims I to 9 wherein the additional chemotherapeutic

agent is administered at a dose that is 50 to 80% of the maximum tolerated dose for the

chemotherapeutic agent.
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11.  The use of any one of claims 1 to 10 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the chemotherapeutic agent are administered in
therapeutically effective amounts. _

12. The use of claim 11 wherein the effective amounts range from | ug/m2 to 500
mg/m2 of body surface area.

13. The use of claim 11 wherein the effective amounts range from 1 ug/m2 fo 300
mg/m” of body surface area.

14.  The use of claim 11 wherein the effective amounts range from 10 pg/kg to
100 ug/kg of patient body weight. |

15.  The use of any one of claims 1 to 5 wherein the cancer is a platinume-resistant
ovarian cancer.

16. The use of any one of claims 1 to 15 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent have a purity of
at least 90% based on weight percentage.

17.  The use of any one of claims 1 to 16 wherein the compound, or the
pharmaceutically acceptable salt thereof, is in the form of a reconstitutable lyophilizate.

18.  The use of any one of claims 1 to 16 wherein the compound, or the

pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent are in sterile,

pyrogen-free aqueous solutions.

19.  The use of any one of claims 1 to 18 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent are
administered at doses lower than their maximum tolerable doses.

20. A kit comprising a compound of the formula

or a pharmaceutically acceptable salt thereof, and one or more additional chemotherapeutic agents

having a mode of action selected from the group consisting of angiogenesis inhibition, microtubule
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assembly inhibition, DNA cross-linking, topoisomerase inhibition, DNA synthesis inhibition, and
tyrosine kinase inhibition.

21.  The kit of clamm 20 wherein the additional chemotherapeutic agent is selected
from the group consisting of cisplatin, carboplatin, irinotecan, bevacizumab, erlotinib, lapatinib, and
pemetrexed.

22, Thekit of claim 21 wherein the additional chemotherapeutic agent is selected
from the group consisting of carboplatin and bevacizumab.

23, The kit of claim 22 wherein the additional chemotherapeutic agent is
carboplatin.

24, The kat of claim 22 wherein the additional chemotherapeutic agent is
bevacizumab.

25, The kif of any one of claims 20 to 24 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the chemotherapeutic agent are in therapeutically
effective amounts.

26. The kit of any one of claims 20 to 25 wherein the compound, or the
pharmaceutically acceptable salt thercof, and the additional chemotherapeutic agent are in sterile
containers or packages.

27.  The kit of any one of claims 20 to 26 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent have a purity of
at least 90% based on weight percentage.

28.  The kit of any one of claims 20 to 27 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent have a purity of
at least 95% based on weight percentage.

29.  Thekit of any one of claims 20 to 28 wherein the compound, or the
pharmaceutically acceptable salt thereof, is in the form of a reconstitutable lyophilizate.

30. | The kit of any one of claims 20 to 28 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent are in sterile,
pyrogen-free aqueous solutions.

31, The use of any one of claims 1 to 19 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the additional chemotherapeutic agent are in sterile

containers or packages before administration.




63

32.  The use of claim 8 wherein the additional chemotherapeutic agent is

topotecan.




80

Claims

1. Use of a compound of the formula
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or a pharmaceutically acceptable salt thereof, in the manufacture of a medzcament for the

&
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treatment of a cancer in a patient, wherein the medicament is to b:}ﬁmlmstered with one or
more additional chemotherapeutic agents having a mode of actio ‘selected from the group

consisting of angiogenesis inhibition, microtubule assembly ir ibition, DNA cross-linking,

topoisomerase inhibition, DNA intercalation, DNA synthegis inhibition, and tyrosine kinase

inhibition.

2. The use of claim | wherein tge‘iddztlonai chemotherapeutic agent is
selected from the group consisting of cisplatin, caféopiaﬁn topotecan, irinotecan, bevacizumab,

erlotinib, lapatinib, and pemetrexed.

3. The use of claim 2 wherein the additional chemotherapeutic agent is

selected from the group consisting of cgrt bplatin and bevacizumab,

4. The use of claj n 3 wherein the additional chemotherapeutic agent is

carboplatin. y i

5. The useﬁ% claim 3 wherein the additional chemotherapeutic agent is
bevacizumab. Vs |

6. T@lgguse of any one of claims 1 to 5 wherein the cancer is an epithelial
cancer. 7

7. f The use of claim 6 wherein the epithelial cancer is an ovarian, an -
endometrial, on?*g non-small cell lung cancer.
f 8. The use of claim 7 wherein the epithelial cancer is an ovarian cancer.

% 9. The use of claim 7 wherein the epithelial cancer is a non-small cell lung
canceg!
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10.  The use of any one of claims 1 to 9 wherein the additional
chemotherapeutic agent is administered at a dose that is 50 to 80% of the maximum tolerated
dose for the chemotherapeutic agent. ) ;

11.  The use of any one of claims 1 to 10 wherein the compeund, or th 4
pharmaceutically acceptable salt thereof, and the chemotherapeutic agent are admnns{;é{d in
therapeutically effective amounts. & :

12, The use of claim 11 wherein the effective amounts range f rom 1 ggfmz to
500 me/m” of body surface area. f

13, The use of claim 11 wherein the effective amounts, thge from 1 pg/m’ to

300 mg/m” of body surface area. f
14, The use of claim 11 wherein the effective argc%{mts range from 10 pg/ke to
100 ug/kg of patient body weight. fﬂ

15, The use of any one of claims 1 to 5 Wl;tsé@éin the cancer is a platinum-
resistant ovarian cancer.

16, The use of any one of claims 1 t@ #15 wherein the compound, or the
pharmaceutically acceptable salt thereof, and the adgimonal chemotherapeutic agent have a purity
of at least 90% based on weight percentage. 7

17.  The use of any one of Qi%{ms 1 to 16 wherein the compound, or the
pharmaceutically acceptable salt thereof, ;yfﬁ the form of a reconstitutable Ivophilizate.

18.  The use of any opfe of claims ! to 16 wherein the compound, or the

pharnaceutically acceptable salt of, and the additional chemotherapeutic agent are in sterile,

pyrogen-free agueous solutions.
19. The us a any one of ¢laims I to 18 wherein the compound, or the

pharmaceutically acceptab thereof, and the additional chemotherapeutic agent are

administered at doses 19; er than their maximum tolerable doses.

20. ff A kit comprising a compound of the formula
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or a pharmaceutically acceptable salt thereof, and one or more additional chemotherapeutic
agents having a mode of action selected from the group consisting of angiogenesis inhibi%gff;,
microtubule assembly inhibition, DNA cross-linking, topoisomerase inhibition, DNA ﬁéﬁg
intercalation, DNA synthesis inhibition, and tyrosine kinase inhibition. ; g‘v‘&

21, The kit of claim 20 wherein the additional chemothempeu}c agent is
selected from the group consisting of cisplatin, carboplatin, topotecan, 1r1n0t§@an, bevacizumab,
erlotinib, lapatinib, and pemetrexed, Q gf

22.  The kit of claim 21 wherein the additional chemoﬁherapeut1c agent is
selected from the group consisting of carboplatin and bevacizumab. afé

23, The kit of claim 22 wherein the additional ghemothcx apeuntic agent 1s
carboplatin.. | f}

24, The kit of ¢laim 22 wherein the addliia*gnal chemotherapeutic agent is
bevacizumab. p

25.  The kit of any one of claims 2()&'{2 24 wherein the compound, or the

pharmaceutically acceptable salt thereof, and the ¢k émotherapeuﬁc agent are in therapeutically

1{‘&-’
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effective amounts. Jy
26. The kit of any one of éfalms 20 to 25 wherein the compound, or the
pharmaceutically acccptabie galt thereof, ,ﬁhd the additional chemotherapeutic agent are in sterile

(}n‘
containers or packages. /

r

27 The kit of ?;y one of claims 20 to 26 wherein the compound, or the
pharmaceutically acceptable salﬁhnreof and the additional chemotherapeutic agent have a purity
of at least 90% based on we;éit percentage,

28, Tl}e}m: of any onsa of claims 20 to 27 wherein the compound, or the
pharmaceutically accep‘j able salt thereof, and the additional chemotherapeutic agent have a purity
of at least 95% basgd on weight percentage.

29.  The kit of any one of claims 20 to 28 wherein the compound, or the
pharmaceutzc%{iy acceptable salt thereof, is in the form of a reconstitutable lvophilizate.

_ 30.  The kit of any one of claims 20 to 28 wherein the compound, or the
pha:;/ﬁéiuticaﬂy acceptable salt thereof, and the additional chemotherapeutic agent are in sterile,

pyregen-free aqueous solutions.
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31, The use of any one of claims 1 to 19 wherein the compound, or the

containers or packages before administration.




